cohort has provided a wide range of information concerning clinical outcomes, practice patterns and HD treatment itself [14, 15] . The DOPPS has included several studies on anemia management [16] [17] [18] , which have indicated that low Hb levels may be associated with adverse outcomes [16, 18] .
The epidemiology of the HD population has been changing worldwide. The elderly HD population is growing [19] . Old people experience a high incidence of cardiovascular complications [20, 21] and reduced level of activity in daily life [22] . It is known that increased Hb does not necessarily improve prognosis in patients with cardiovascular disease [23] . Moreover, many elderly patients have low Hb levels [24] despite the high doses of erythropoiesis-stimulating agent (ESA) received [25] . Thus, there could be some specific differences in the Hb target for such HD patients.
Therefore, we aimed to elucidate whether the Hb target for optimal anemia control in the elderly population differs from that in the nonelderly HD population.
M AT E R I A L S A N D M E T H O D S

Target population
The DOPPS phases 3 and 4 cohort was the potential target population for the present investigation. The characteristics of the population and data collection methods were as described previously [12, 13] . Within the DOPPS cohort, patients who were treated in Japan were considered the target population. The exclusion criteria were as follows: missing critical demographic or laboratory data such as age, vintage of dialysis, sex, primary diagnoses of end-stage renal disease (ESRD) and baseline Hb values. Data were collected at the outset and every 4 months, namely the facility round number (FRN) periods. Written informed consent for inclusion into DOPPS was obtained from all the subjects. The protocol of DOPPS is compliant to the Declaration of Helsinki.
Exposure Hb values were used as exposure variables: Hb values at the initiation of each phase as well as at each FRN. The Hb values were divided according to increments of 1 g/dL: <9, ≥9 and <10, ≥10 and <11, ≥11 and <12, and ≥12 g/dL. We made imputations for missing Hb for each FRN value other than the initial values using the last observation carried forward (LOCF) method. This method imputed the missing Hb values from the last observed Hb values.
The population was divided into two groups according to the age of 75 years to investigate the effect of age. For sensitivity analysis, we performed the same series of analyses using the age of 70 years as the cutoff value. Several cutoff points were reported to define the 'aged' population [17, 26, 27] . The average age of prevalent HD patients in Japan is ∼70 years [22] . The modes of the incident population are 70-74 and 75-79 years for male and female patients, respectively [22] . Moreover, by dividing the population according to the age of 75 years, the number of outcomes between the two groups was almost balanced, which maximized the statistical power of the present study.
Outcome Death was considered the primary outcome of the present study. All causes of death were recorded.
Statistical analyses
Descriptive analyses were performed to summarize the baseline data and the demographic characteristics for both the entire population and the groups stratified by baseline Hb values and age. Continuous variables were expressed as mean and standard deviation, whereas categorical variables were expressed as proportions to the entire population.
ESA responsiveness index was calculated as the dose of epoetin (in IU/week) divided by Hb and dry weight. The ESA responsiveness index was expressed in median and interquartile range.
Cox's proportional hazard models were employed to analyze the relationship between Hb values and mortality. Covariates were age, sex, years on dialysis, diabetic nephropathy as primary diagnoses of ESRD, smoking status (current or not current), body mass index, single-pool Kt/V, C-reactive protein, albumin-adjusted calcium, serum phosphate, total cholesterol, ferritin, use of epoetin dose of >3000 IU/week (median of epoetin), as well as 13 comorbid conditions (coronary artery disease, cancer, other cardiovascular disease, cerebrovascular disease, congestive heart failure, diabetes, gastrointestinal bleeding, hypertension, lung disease, neurological disorder, psychological disorder, peripheral vascular disease and recurrent cellulitis). All covariates were divided into categorical groups; three categories were created for continuous variables by means of tertile. We used laboratory data or comorbidities at the beginning of follow-up for adjustment. Hb values at each FRN were treated as time-dependent variables.
We examined the differences of optimal target Hb by age in three steps. First, we examined type 3 P-values for heterogeneity between the two groups. Second, we performed a trend analysis that investigated the heterogeneity in Hb values within each group. Lastly, we compared the relative risks in each Hb category between the two age groups. Differences for optimal Hb values were considered to exist only when both type 3 P-values and the differences between the two groups in any given Hb categories reached significance.
Sensitivity analyses
Inverse propensity treatment weighting method adjustment for estimated ESA doses. The propensity scores for the prescribing epoetin dose of ≥3000 IU/week or <3000 IU/week were derived as a function of all baseline covariates shown in Table 1 except HIV. The dose of 3000 IU/week was the median of the entire population and was selected for the cutoff. The scores were incorporated as the inverse propensity treatment weight (IPTW) in statistical models to compensate for potential confounding by indications [28] . The fitting of these models was evaluated by C-statistics for the propensity score.
The effect of cutoff age and primary disease. The same series of analyses were performed for sensitivity analysis also with the age of 65 and 70 years as the cutoff values. We also stratified the population by the patients' primary causes of ESRD, i.e. the diabetic and nondiabetic nephropathy, and repeated the series of analyses.
The effect of anemia therapy including ESA and iron prescription. We investigated the same analysis only in the population on ESA. Iron use was categorized into three groups: not prescribed, oral iron supplementation and injectable iron use. We incorporated iron use into the time-dependent model as one of the covariates to adjust iron prescription status.
Multiple imputation
Missing covariate values were imputed multiple times using the chained equation method in PROC MI in SAS. The results from five such imputed data sets were combined for the final analysis using the Rubin formula in PROC MIANALYZE in SAS. The proportion of missing data was <10% for all imputed covariates, with the exception of Kt/V (18%), C-reactive protein (34%), ferritin (32%) and total cholesterol (18%).
Statistical significance was defined as P < 0.05 with twotailed tests. All analyses were conducted using the SAS software, version 9.2 (SAS Institute, Inc., Cary, NC, USA).
R E S U LT S
Target population
The total number of patients in the potential population, with J-DOPPS phases 3 and 4 combined, was 3423; phase 3 included 2326 patients, among them 1121 patients continued to be followed into phase 4, while 1097 patients were newly recruited during the phase 4 period ( Figure 1 ). We excluded 82 patients because of missing data on age, sex, years on dialysis and baseline Hb level. Eventually, 3341 patients were included in the further analyses.
Patient characteristics
The baseline characteristics of patients stratified by their Hb values are shown in Table 1 . Patients with lower Hb tended to be older, more likely to have diabetic nephropathy as a cause of ESRD, and have fewer years of dialysis and more comorbidities than patients with higher Hb levels. Additionally, a large number of these patients were female. Table 2 lists the baseline data stratified by age group. Based on the cutoff age of 75 years, there were 2651 nonelderly (<75 years old) and 690 elderly (≥75 years old) patients. The elderly group had lower Hb levels, similar ferritin levels and higher epoetin doses compared with the nonelderly group.
ESA responsiveness index ESA responsiveness index was 7.7 (4.5-13.7) IU/week (g/ dL)
−1 /kg [median (IQR)] for entire population. ESA responsiveness index by Hb groups was 13.8 (7.9-20.5), 9.5 (5.6-15.5), 7.0 (4.2-11.6), 5.7 (3.5-9.4) and 5.3 (2.4-
for Hb groups of <9, ≥9 and <10, ≥10 and <11, ≥11 and <12, and ≥12 g/dL, respectively.
Outcome
The primary end point of death occurred in 567 patients ( Table 3 ). The causes of death are shown in Table 4 . In accordance with the registry data of Japan [22] , many patients died from cardiac or vascular causes. Table 5 lists the results of Cox models that investigated the relationship of baseline Hb values with mortality. Hb <9 g/dL tended to relate to poorer survival without significance after adjustment in fully adjusted models.
Cox's proportional hazard models for baseline Hb values
F I G U R E 1 : Flow diagram of the analyzed population. J-DOPPS phases 3 and 4 were potential population for the present study. Among phase 3 patients, 1121 patients were continuously followed-up into the phase 4 period. After exclusion, a complete data set was created for 3341 patients. J-DOPPS: the Japan Dialysis Outcomes and Practice Patterns Study.
O R I G I N A L A R T I C L E
A n e m i a m a n a g e m e n t f o r t h e e l d e r l y 2319 Time-dependent Cox's proportional hazard models We performed survival analysis treating Hb values measured every 4 months as time-dependent variables, whereas missing values were imputed by means of the LOCF method. Table 6 shows that either Hb <9 g/dL or >12 g/dL was related to poor prognosis after full adjustment.
Effect of age on the relationship between Hb values and survival
We conducted time-dependent Cox's proportional hazard analyses for the elderly and nonelderly groups (Figure 2A ). The type 3 P-value indicating the existence of an interaction was 0.045 for the entire model. Trend analyses within both groups revealed a significant relationship between Hb and survival. In the nonelderly group, high mortality rates were observed either for the Hb <9 g/dL category [hazards ratio (HR) 3.74, 95% confidence interval (CI) 2.75-5.08; reference, 10-11 g/dL Hb] or for the 9-10 g/dL Hb category (HR: 1.46, 95% CI: 1.07-2.00; reference, 10-11 g/dL Hb). On the other hand, in the elderly group, only Hb <9 g/dL category exhibited higher mortality (HR: 1.90, 95% CI: 1.31-2.75; reference, 10-11 g/dL Hb). The interaction of age and Hb was significant for both categories (P = 0.023 and 0.044, <9g/dL and 9-10 g/dL Hb, respectively). Table 7 demonstrates the HR for each covariate. The numbers of death and observed Hb values (included in parentheses) were indicated. Although the observed numbers of Hb values were almost one-fifth in the elderly group, the outcome numbers were moderately balanced across age groups. Sensitivity analyses Inverse propensity treatment weighting method adjustment for estimated ESA doses. We employed the IPTW method as a sensitivity analysis by incorporating the values estimated the propensity for use of epoetin doses of ≥3000 IU/week to
s P-value (0.112-0.660). As shown in Figure 2B , time-dependent Cox's proportional hazard models adjusted by IPTW indicated that similar trends in the categories of Hb <10 g/dL in both groups unadjusted by IPTW. The interactions between age and Hb values among the <10 g/dL Hb categories were all significant.
Effects of cutoff for age. We performed the same analyses with or without IPTW adjustment for the groups that were divided according to the cutoff age of 70 years. We obtained results similar to what we observed in the aforementioned analyses that used the age of 75 years as the cutoff, although the interaction of age and Hb levels was less pronounced; only the interaction for the <9 g/dL Hb category was significant (data not shown). When we applied 65 years old as the cutoff age, the interaction of age and Hb levels on mortality almost disappeared (data not shown).
Effect of diabetes. The interactions were also investigated in population groups that were stratified by whether the patients' primary diagnoses of ESRD were diabetic nephropathy or not.
The analyses, performed using the cutoff age of 75 years and adjusted by IPTW, indicated that there was significant interaction between age and overall Hb only in the nondiabetic nephropathy group ( Figure 3A) but not in the diabetic nephropathy group ( Figure 3B ).
The effect of anemia therapy including ESA and iron prescription. We investigated the same analyses only confined in the population who are treated by any doses of ESA. The analysis on such population did not virtually differ from the results of the original analyses (data not shown). The model to which iron prescription was added as a covariate also did not demonstrate significant changes in the results of the trend (data not shown).
D I S C U S S I O N
There were differences in the effect of Hb on survival between the elderly and nonelderly populations. Nonelderly patients had increased risk if they had Hb <10 g/dL, whereas only for the <9 g/dL Hb category among the elderly population. The present study is the first to demonstrate the direct relationship between age and Hb levels from the viewpoints of mortality.
Many of the existing guidelines [29] [30] [31] [32] recommend the same target Hb across all ages. Only the Japanese guideline [33] suggests that a high Hb might be beneficial for young patients with high physical activity.
The current study demonstrated that the relationship between low Hb and poorer survival was lessened in the elderly population.
The reason why low Hb had a weaker link to poorer survival could be related to the reduced activity in the elderly patients. Gait speed or chair-rising time was reportedly slow in The HR of mortality for patients in each Hb group versus reference was assessed using Cox models adjusted for age, sex, years on dialysis, primary disease (diabetic nephropathy), smoking, 13 comorbidities (coronary artery disease, cancer, other cardiovascular disease, cerebrovascular disease, congestive heart failure, diabetes, gastrointestinal bleeding, hypertension, lung disease, neurological disorder, psychological disorder, peripheral vascular disease and recurrent cellulitis), body mass index, singlepool Kt/V, albumin, C-reactive protein, adjusted Ca, serum P, total cholesterol, ferritin and high-dose erythropoiesis-stimulating agents (≥4500 IU/week). Hb, hemoglobin; 95% CI, 95% confidence interval. The HR of mortality for patients in each Hb group versus reference was assessed using Cox models adjusted for age, sex, years on dialysis, primary disease (diabetic nephropathy), smoking, 13 comorbidities (coronary artery disease, cancer, other cardiovascular disease, cerebrovascular disease, congestive heart failure, diabetes, gastrointestinal bleeding, hypertension, lung disease, neurological disorder, psychological disorder, peripheral vascular disease and recurrent cellulitis), body mass index, singlepool Kt/V, albumin, C-reactive protein, adjusted Ca, serum P, total cholesterol, ferritin and high-dose erythropoiesis-stimulating agents (≥4500 IU/week). LOCF, last observation carried forward; Hb, hemoglobin; 95% CI, 95% confidence interval. the elderly HD population [34] . Oxygen consumption in the elderly population is reported to be lower than that in the younger people [35] , as well as exercise capacity measured by peak exercise oxygen uptake [36] . The sedentary characteristics of this population [37] might be permissive of the reduced oxygen delivery due to low Hb levels. On the other hand, decreased physical activity itself can be related to poorer prognosis [38, 39] . Therefore, the exact reasons require further considerations or investigations. The results of ESA responsiveness indicated that patients with lower Hb levels required relatively higher doses of ESA to maintain Hb levels, which suggested that such patients might have higher ESA resistance compared with those with higher Hb levels. This might offer a clue for elucidating the causes of differences. The interaction of Hb and age on mortality was observed only in a time-variable model not in a baseline model. We F I G U R E 2 : Effect of age on optimal Hb target ranges (cutoff age: 75 years). The HR of mortality for patients in each Hb group versus reference was assessed using Cox models adjusted for sex, years on dialysis, primary disease (diabetic nephropathy), smoking, 13 comorbidities (coronary artery disease, cancer, other cardiovascular disease, cerebrovascular disease, congestive heart failure, diabetes, gastrointestinal bleeding, hypertension, lung disease, neurologic disorder, psychological disorder, peripheral vascular disease and recurrent cellulitis), body mass index, single-pool Kt/V, albumin, C-reactive protein, adjusted Ca, serum P, total cholesterol, ferritin and epoetin dose of ≥4500 IU/week without (A) or with (B) inverse propensity treatment weighting. P for trend indicates the significance across Hb strata within each age group, whereas P for interaction indicates the significance between both age groups in each Hb strata. Hb, hemoglobin; HR, hazard ratio; 95% CI, 95% confidence interval. consider that there are two reasons for this. The first is the increased statistical power; the numbers of exposure increased markedly in a time-dependent model. The second is, more importantly, that trend of Hb but not single measurement is more predicable for prognosis. A post hoc analysis of NHCT study indicated that the changes in Hb levels are greater (especially, Hb fall) before the cardiovascular events occurred [40] .
Therefore, the time-dependent models can more precisely capture even a subtle change of Hb levels that might affect prognosis.
In this study, we employed the IPTW method to adjust the factor that the prescribed ESA doses were appropriate or not with characteristics of each patient taken into account. Therefore, we can partly adjust practice pattern about ESA prescription as F I G U R E 3 : Analyses stratified by the primary diagnosis of diabetic nephropathy were performed for the groups where the cutoff age was 75 years. (A) Analyses for patients without diabetic nephropathy; (B) analyses for patients with diabetic nephropathy. The HR of mortality for patients in each Hb group versus reference was assessed using Cox models adjusted for sex, years on dialysis, smoking, 13 comorbidities (coronary artery disease, cancer, other cardiovascular disease, cerebrovascular disease, congestive heart failure, diabetes, gastrointestinal bleeding, hypertension, lung disease, neurological disorder, psychological disorder, peripheral vascular disease and recurrent cellulitis), body mass index, single-pool Kt/V, albumin, C-reactive protein, adjusted Ca, serum P, total cholesterol, ferritin and epoetin dose of ≥4500 IU/week with inverse propensity treatment weighting. P for trend indicates the significance across Hb strata within each age group, whereas P for interaction indicates the significance between both age groups in each Hb strata. Hb, hemoglobin; HR, hazard ratio; 95% CI, 95% confidence interval.
well as the background of each patient including ESA dose itself by the IPTW method. The fact that the result did not change even after such adjustment reinforce the robustness of the results of this study.
We also investigated the effect of other anemia therapies. Of these, iron use can relate to the mortality in patients with higher Hb levels [41] . However, both ESA use and iron prescription status did not change the results. Therefore, we can deduce that anemia treatment itself did not affect the interaction of age and Hb levels on mortality, with the results of IPTW taken together.
The interaction between age and Hb levels was lost in the diabetic nephropathy population. This might indicate that diabetic nephropathy patients uniformly experience poorer prognosis irrespective of age or Hb levels. Inaba et al. [42] demonstrated that high hematocrit (Ht) values related to better survival only among nondiabetic nephropathy patients but not among diabetic nephropathy patients although another study reported that such interaction was not observed [43] . The current report shares the evidence with the study reported by Inaba et al.
Naturally occurring higher Hb was reported not to increase mortality [44] . In this study, patients with high Hb values had lower ESA dose as well as ESA responsiveness index values. This might partly be accounted for by the fact that the mortality risks were not significantly higher among the Hb group larger than 12 g/dL except for the results for the younger group by IPTW adjustment.
This study has several limitations. The first is its observational nature. Therefore, the results do not add information on the cause-and-effect relationship between Hb values themselves and prognosis.
The second limitation is the residual effect of unmeasured or measured but excluded confounders. The degree to which the actual delivered doses of ESA could be predicted from clinical values was only 15% (data not shown) in this population. This indicated the existence of uncollected or misclassified clinical conditions, especially differences in the practice pattern of each facility. However, DOPPS collected extremely detailed clinical data. We also attempted to adjust for confounders as extensively as possible, including by means of IPTW methods. In fact, we obtained a significant relationship instead of a null result. Therefore, we believe in the statistical power of this study.
The third limitation was the low mortality rate even in the elderly group. We obviated the reduced power of the present study in two ways. One was the target population, which comprised a combined J-DOPPS phase 3 and 4 population. The other was our use of time-dependent analyses, which increased the sample number of Hb values in the investigated population.
The fourth limitation was the fact that the statistical power might not be sufficient among the patients older than 75 years, which accounted for one-fifth of the entire population. This could be one of the reasons why the relationship between several Hb groups and mortality among the elderly group was not significant. However, the numbers of death were moderately balanced across the groups (Table 3) , which could maximize the statistical power of this study.
The fifth limitation was that the target population was limited to the Japanese HD population. Further studies might be required for different countries.
The last limitation is the heterogeneity of the elderly population. The present study treated the elderly and nonelderly populations as a whole. However, clinical common sense suggests that there is a wide variety of patient characteristics in terms of nutrition, physical activity and frailty [45] . Although some of these factors have been adjusted by covariates, some remained unadjusted or were even not investigated. Therefore, the heterogeneities should be considered when applying the present data to the actual population.
CO N C L U S I O N S
The relationship between Hb levels and survival might differ according to age. Lower Hb levels did not relate to poor prognosis among the elderly population. This reinforces the need for individualizations of anemia management.
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